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METHOD TO TREAT FUNCTIONAL SOMATIC 
SYNDROMES AND FOR DIAGNOSING A PATIENT BASED 
ON A FUNCTIONAL SOMATIC SYNDROME SYMPTOM 

BACKGROUND OF THE INVENTION 

1. PiP.IH of the Invention 

(0001] The present invention generally relates to a method to treat a patient suffering 

from a functional somatic syndrome with an upper airway stabilizing technique during sleep. 
The present invention also relates to a method of diagnosing a patient as having a sleep disorder 
based on at least one symptom commonly associated with a functional somatic syndrome. 

2. Description of the Related Art 

[00021 Functional somatic syndromes (FSS) are defined as physical syndromes without 

an organic disease explanation, demonstrable structural changes, or established biochemical 
abnormalities. Thus, patients suffering from FSS are characterized more by symptoms, 
suffering, and disability than by consistently demonstrable tissue abnormalities. Examples of 
FSS include multiple chemical sensitivity, sick building syndrome, repetition stress injury, side 
effects of silicone breast implants, Gulf War syndrome, chronic whiplash, chronic fatigue 
syndrome, irritable bowel syndrome, and fibromyalgia. 

[00031 The current standard for treating functional somatic syndromes is through the use 

of drugs, physical therapy, and/or psychotherapy, which are directed primarily at the FSS 
symptoms. These treatment techniques, however, each have disadvantages and have limited 
efficacy in treating the condition causing the symptoms. For example, drugs may not be 
tolerated by certain patients and often require long-term use. Physical therapy is time 
consuming, often painful, and is limited to those patients who have sufficient mobility to receive 
this form of treatment. Finally, many patients may be resistive to the use of psychotherapy, and 
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it is not clear whether it is. effective for many patients. In addition, psychotherapy fails to 
address any underlying medical condition that the patient may have. All of these conventional 
treatments focus on treating only the symptoms of the FSS. 

SUMMARY OF THE INVENTION 
[0004] Accordingly, it is an object of the present invention to provide a method to treat a 

functional somatic syndrome (FSS) that overcomes the shortcomings of conventional treatment 
techniques. This object is achieved according to one embodiment of the present invention by 
providing a method to treat a FSS comprising the steps of: (1) identifying a patient as having a 
FSS or a symptom thereof, and treating such a patient with an airway stabilization technique. 
Suitable airway stabilization techniques include mechanical stabilization, for example using an 
oral appliance, and a positive pressure therapy, such as a continuous positive airway pressure 
(CPAP) therapy. 

[0005] The method may further include determining whether the patient has an 

inspiratory flow limitation and classifying the patient as having an upper airway resistance 
syndrome (UARS) or obstructive sleep apnea/hypopnea (OSA/H) based on the inspiratory flow 
limitation determination. The method may further include observing alpha-delta sleep of a 
patient. The present inventor has determined that there may be symptomatic links between FSS, 
OSA/H* and UARS. Therefore, the present invention contemplates using an airway stabilization 
treatment, which is commonly used to treat UARS or OSA/H, to treat a FSS. 
[0006] It is a further objective to provide a method of diagnosing a patient as having a 

sleep disorder comprising the steps of (1) determining whether a patient suffers from at least one 
symptom selected from the group comprising: sleep onset insomnia, headache, irritable bowel 
pain, alpha-delta sleep, and bruxism, and (2) diagnosing a patient having at least one of these 
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symptoms as having sleep-disordered breathing. The present invention further contemplates 
focusing the diagnosis based on whether the patient has alpha-delta sleep. 

[0007] These and other objects, features and characteristics of the present invention, as 

well as the methods of operation and functions of the related elements of structure and the 
combination of parts and economies of manufacture,, will become more apparent upon 
consideration of the following description and the appended claims with reference to the 
accompanying drawings, all of which form a part of this specification, wherein like reference 
numerals designate corresponding parts in the various figures. It is to be expressly understood, 
however, that the drawings are for the purpose of illustration and description only and are not 
intended as a definition of the limits of the invention. 

BRIEF DESCRIPTION OF THE DRAWINGS, 
[0008] Fig. 1 is a bar chart showing the percentage of UARS and OSA/H patients that 

exhibit eleven pre-selected symptoms. 

DETAILED DESCRIPTION OF THE PRESENTLY 
PREFERRED EMBODIMENTS OF THE INVENTION 

[0009] The present inventor observed that OSA/H and UARS patients both often present 

with signs/symptoms of snoring, fitful sleep, and daytime sleepiness/fatigue. However, as shown 
in Fig. 1, the inventor also found that UARS patients present more frequently with certain 
symptoms, such as sleep onset insomnia, headache, irritable bowel syndrome, alpha-delta sleep, 
bruxism, depression and other symptoms not identified in Fig. 1. The higher percentage of these 
particular symptoms may allow physicians to better diagnose UARS from OSA/H, but it should 
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be noted that these particular symptoms may be found in mild/moderate OSA/H patients and, 
with the exception of alpha-delta sleep, in moderate/severe OSA/H patients as well. 
[00101 It has also been found that a polysomnogram may offer some clues to treating 

FSS, UARS, and OSA/H. While patients with UARS and OSA/H experience recurrent arousals 
from sleep, OSA/H patients demonstrate decreases of inspiratory flow to less than fifty percent 
of waking levels associated with oxyhemoglobin desaturation. Patients with UARS have less 
severe inspiratory flow limitation, such as a limitation of inspiratory flow of approximately one 
to fifty percent of waking levels, due to a less collapsible upper airway. There is also the more 
frequent presence of alpha-delta sleep, or the intrusion of waking alpha rhythm into deep, slow- 
wave sleep, in UARS patients versus mild to moderate OSA/H patients. No appreciable alpha- 
delta sleep was detected in moderate/severe OSA/H patients. • 

[0011] Another point of interest is that UARS and some OSA/H patients complain of 

ailments that are also found in patients diagnosed with FSS. FSS and UARS or OSA/H patients 
can both present with chronic fatigue, irritable bowel syndrome, a migraine headache, a tension 
headache, temporomandibular joint syndrome, sleep-onset insomnia, sleep maintenance 
insomnia, unrefreshing sleep, heartburn, abdominal pain, abdominal urgency, diarrhea, 
headaches, depression, and orthostatic syncope. Therefore, there are several common symptoms 
of both FSS and UARS and OSA/H. This has led to the determination that FSS patients can be 
treated with upper airway stabilizing methods and devices. Thus, the present invention 
contemplates identifying symptoms of a functional somatic syndrome (FSS) that are similar to 
symptoms of upper airway resistance syndrome (UARS) or obstructive sleep apnea/hypopnea 
(OSA/H) and then treating the FSS with an upper airway stabilizing device or method during 
sleep, such as those methods or devices used to treat OSA/H or UARS. 



{W0037618.1J 



4 



iS CM*3*3 9« 6 - O ± O 9 O 2S 



10012] OS A/H and UARS treatments suitable for use in the present invention for treating 

FSS include, but are not limited to, devices that deliver positive pressure therapy and mechanical 
stabilization devices. Examples of devices that deliver a positive pressure therapy to a patient 
include the following: 

1) a continuous positive airway pressure (CPAP) device that delivers a 
continuous flow of gas at a constant pressure; 

2) a bi-level positive airway pressure support device in which the pressure of 
gas delivered to the patient varies with the patient's breathing cycle; and 

3) an auto-titrating positive airway pressure device in which the pressure of the 
flow of breathing gas provided to the patient changes based on the detected 
conditions of the patient, such as whether the patient is snoring or experiencing 
an apnea, hypopnea or upper airway resistance. 

[0013] An example of a CPAP device is the REMstar® and Solo® family of CPAP 

devices manufactured by Respironics, Inc. of Pittsburgh, PA. A bi-level pressure support system 
provides an inspiratory positive airway pressure (BPAP) that is greater than an expiratory positive 
airway pressure (EPAP), which the pressure is delivered during the patient's expiratory phase. 
Such a bi-level mode of pressure support is provided by the BiPAP® family of devices 
manufactured and distributed by Respironics, Inc. and is taught, for example, in U.S. Patent Nos. 
5,148,802 to Sanders et al., 5,313,937 to Zdrojkowski et al., 5,433,193 to Sanders et al., 
5,632,269 to Zdrojkowski et al., 5,803,065 to Zdrojkowski et al., and 6,029,664 to Zdrojkowski 
et al., the contents of each of which are incorporated by reference into the present invention. 
[0014] An example of an auto-titrating device that adjusts the pressure delivered to the 

patient based on whether or not the patient is snoring is the Virtuoso® CPAP family of devices 
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manufactured and distributed by Respironics, Inc. This auto-titration pressure support mode is 
taught, for example, in U.S. Patent Nos. 5,203,343; 5,458,137 and 6,087,747 all to Axe et al., the 
contents of which are incorporated herein by reference. Examples of conventional auto-titration 
pressure support systems are disclosed in U.S. Patent Nos. 5,245,995 to Sullivan et al.; 
5,259,373; 5,549,106, and 5,845,636 all to Gruenke et al.; 5,458,137 and 6,058,747 both to Axe 
et al.; 5,704,345; 6,029,665, and 6,138,675 all to Berthon-Jones; 5,645,053 to Remmers et al.; 
and 5,335,654, 5,490,502, 5,535,739, and 5,803,066 all to Rapoport et al. 

[0015] Other modes of providing positive pressure support to a patient that is suitable for 

use in stabilizing a patient's airway include, for example, proportional assist ventilation (PAV®), 
which is a mode of pressure support in which the pressure of gas delivered to the patient varies 
with the patient's breathing effort to increase the comfort to the patient. U.S. Patent Nos. 
5,044,362 and 5,107,830 both to Younes, the contents of which are incorporated herein by 
reference, teach a pressure support device capable of operating in a PAV® mode. In addition, 
proportional positive airway pressure (PPAP) devices deliver breathing gas to the patient based 
on the flow generated by the patient. U.S. Patent Nos. 5,535,738, 5,794,615, and 6,105,573 all to 
Estes et al., the contents of which are incorporated herein by reference, teach a pressure support 
device capable of operating in a PPAP mode. 

[0016] Examples of mechanical devices that serve to stabilize the airway include the 

following: 

1) an oral appliance that controls or adjusts a position of an anatomical 
feature of a patient, such a mandibular positing device, a soft pallet 
lifting device, and a tongue positing or advancement device; 
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2) a device that applies a negative pressure or a distending force to exterior 
of the patient, for example, in the neck region, to maintain the airway in 
an open condition; and 

3) a stimulation device that applies a stimulating energy, such as an 
electrical or magnetic stimulation, to the patient to maintain the patency 
of the patient's airway. 

[0017] An example of an oral appliance that controls a position of an anatomical feature 

of a patient from within the oral cavity to stabilize the patient's airway is disclosed in PCT 
Applicaiton No. PCT/US01/01874 (Pub. No. WO 01/52928). More specifically, this PCT 
application discloses airway stabilization techniques by controlling the position of the tongue, 
the soft palate, the mandible, or any combination thereof. Other patents that teach airway 
stabilization via an oral appliance that controls the position of a feature of a patient include U.S. 
Patent No. 3,132,647 to Comiello; 4,169,473 to Samelson; 4,196,724 to Wirt et al.; 4,676,240 to 
Garty; 4,901,737 to Toone; 5,056,534 to Wright; 5,154,184 to Alvarez; 5,373,859 to Forney; 
5,409,017 to Lowe; 5,826,579 to Remmers et al.; 5,868,138 to Halstrom; 5,915,385 to Hakimi; 
5,988,171 to Sohn et al.; and 6,092,523 to Belfer. 

[0018] An example of a device that applies a negative pressure or a distending force to 

exterior of the patient is disclosed in U.S. Patent No. 5,343,878 to Scarberry et al. and 5,343,878 
also to Scarberry et al. According to this technique, a distending force is applied to the external 
surface of the patient via, for example, a negative pressure or an adhesive, to pull open the 
patient's airway, thereby stabilizing it and preventing its collapse. 

[0019] Examples of devices that apply an electrical stimulation, either internally or 

externally, to the patient to maintain the patency of the patient's airway is disclosed in U.S. 
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Patent Nos. 6,212,435 to Lattner et al.; 4,830,008 to Meer; 5,123,425 to Shannon et al.; 
5,146,918 to Kallok et al.; 5,190,053 to Meer; 5,591,216 to Testerman et al.; and 5,522,862 to 
Testerraan et al. An example of a device that applies magnetic stimulation to maintain the 
patency of the patient's airway is disclosed in published PCT Application No. PCT/US98/21864 
(Pub. No. WO 99/20339). An example of a device that uses an implanted microstimulator is also 
disclosed in this PCT application, as well as in U.S. Patent No. 6,240,316 to Richmond et al. 
[0020] It can be appreciated that the present invention, contemplates using any airway 

stabilization technique, e.g., positive airway pressure support or mechanical airway support. In 
addition, multiple airway stabilization techniques can be used in combination, such as the 
combination of a CPAP therapy and a tongue positing device, to treat the patient. The present 
invention is not intended to be limited to the airway stabilization techniques given above, nor is 
this listing intended to be exhaustive. In addition, as new airway stabilization techniques are 
developed, including surgical and pharmacological solutions, they may be equally suitable for 
use in the present method. , 

[00211 The following example illustrates how UARS, OSA/H and FSS may be related 

from a treatment standpoint. In addition, attached as Appendix A, is an article entitled, "The 
Symptoms and Signs of Upper Airway Resistance Syndrome" and attached as Appendix B, is an 
article entitled, "Upper Airway Collapsibility During Sleep in Upper Airway Resistance 
Syndrome", both of which are herein incorporated by reference in their entirety and both of 
which are co-authored by the present inventor. The former article discloses the details of the 
following example as well as explains the relationship between FSS, UARS and OSA/H. The 
latter article is provided to explain and better understand UARS and OSA/H. 
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EXAMPLE 

[0022] The present inventor conducted a study in which seventy-five patients with UARS 

and OSA/H were selected for the study. Twenty-five UARS patients had an apnea hypopnea 
index (AHT) of less than 10/h. Twenty-five patients had mild to moderate OSA/H and an AM of 
greater than or equal to 10/h but less than 40/h. Twenty-five patients had moderate to severe 
OSA/H and an AHI greater than or equal to 40/h. 

[0023] Patients underwent comprehensive medical histories, physical examinations, and 

full-night polysomnography. The diagnosis of UARS included quantitative measurement of 
inspiratory airflow and inspiratory effort with demonstration of inspiratory flow limitation during 
sleep. The percentage of women among the patients with sleep-disordered breathing (p=0.001) 
and the prevalence of sleep-onset insomnia (p=0.04), headaches (p=0.01), irritable bowel 
syndrome (p=0.01), and alpha-delta sleep (p=0.01) was correlated with decreasing AHI. The 
diagnostic methods used to established the diagnosis of UARS and OSA/H and the methods used 
to compare the symptoms between the three groups of sleep-disordered breathing patients 
follow. 

[0024] All of the patients referred were included in the survey because of a clinical 

suspicion of sleep-disordered breathing. Patients with fibromyalgia referred for evaluation of 
sleep-disordered breathing were excluded because they would be expected to have the symptoms 
of the FSS. On scheduling a sleep consultation, each patient received a detailed general medical 
history questionnaire and a sleep-related symptom questionnaire to complete and bring to the 
consultation. The sleep consultation was performed by a physician with credentials in both 
internal medicine and sleep medicine, and included a general medical and sleep-related history 
and physical examination. 
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[0025] Polysomnography was performed between the hours of 10:00 PM and 6:00 AM. 

Sleep stages were monitored using surface EEG activity of the central and occipital regions, 
submental surface electromyographic activity, and left and right electro-oculographic activity. 
Leg movement was detected using surface electromyographic activity of the right and left tibialis 
anterior muscle. Airflow at the nose and mouth was monitored with a thermocouple. 
Thoracoabdominal movement was monitored with piezoelectric belts. Oxyhemoglobin 
saturation was monitored at the finger using a pulse oximeter. A continuous ECG monitored 
heart rate and rhythm. All of the data were converted from analog to digital and stored on a 
computer for analysis by a board-certified sleep physician. 

[0026] Respiratory events were defined as any combination of apnea and hypopnea 

lasting at least 10 seconds and associated with an arousal. Apnea was defined as a decrease of 
inspiratory airflow to less than 20% of waking levels, and hypopnea was defined as a decrease in 
inspiratory airflow to less than 50% of waking levels. The clinical diagnosis of OSA/H was 
established by an apnea/hypopnea index (AHT) of at least ten events per hour of sleep. Patients 
presenting with symptoms of sleep-disordered breathing, but with an AHI of less than 10/h 
received a presumptive diagnosis of UARS. The diagnosis of UARS was confirmed after further 
evaluation with a diagnostic nasal continuous positive airway pressure study. 
[00271 All patients with a presumptive diagnosis of UARS underwent a nasal CPAP 

study to demonstrate inspiratory airflow limitation during non-rapid eye movement (NREM) 
sleep (confirming UARS) and to determine a therapeutic level of nasal CPAP. 
[00281 During the nasal CPAP study, each patient slept wearing a nasal CPAP mask 

available commercially from Respironics, Inc., Murrysville, PA. The mask was attached via a 
breathing circuit and a bi-directional valve to a pressure support system capable of administering 
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a positive airway pressure, such as a CPAP device, and to a source of negative pressure, such as 
a modified REMstar® brand CPAP unit also commercially available from Respironics, Inc. 
Using the dual pressure sources, the present inventor was able to vary the mask pressure between 
- 20 cm H2O and 20 cm H2O. The monitoring of sleep stages, leg movements, heart rhythm, and 
oxyhemoglobin saturation during the nasal CPAP study was the same as for polysomnography. 
[0029] Nasal airflow was measured with a heated pneumotachograph, such as a Model 

3813, commercially available from Hans Rudolph, Kansas City, MO and transducer Model 
MP45-14-871, S/N 45534, commercially available from Validyne Engineering, Northridge, CA 
interposed between the bi-directional valve and the nasal mask. Inspiratory effort was measured 
as esophageal pressure using a saline solution-filled infant feeding tube with side ports at its 
distal 1 cm attached to a disposable pressure transducer, such as a Model 00-041 576504A, 
commercially available from Maxxim, Athens, TX. The distal 1 cm of the feeding tube was 
positioned in the middle third of the esophagus. Nasal mask pressure (Pmask) was monitored 
directly from a port in the mask using a differential pressure transducer (Model 23ID, 
Spectramed, Oxnard, CA) referenced to atmosphere. 

[0030] To demonstrate sleep related inspiratory flow limitation, Pmask is set at 

atmospheric pressure (between 1 cm H2O and - 1 cm H2O). Inspiratory flow limitation is 
considered to occur when inspiratory airflow becomes maximal despite an increasing driving 
pressure for airflow (a decreasing esophageal pressure). The combination of excessive daytime 
sleepiness/fatigue, an AHI less than 10/h, and evidence of inspiratory flow limitation during 
NREM sleep with Pmask at atmospheric pressure establishes the diagnosis of UARS. 
[0031] The following symptoms/signs associated with FSS, as defined below, were 

investigated during the study: \ 
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• Sleep-onset insomnia: a subjective inability to fall asleep in less than 30 rain.; 

• Headaches: a diagnosis of migraine headaches established by a physician or the 
occurrence of any headache (other than a morning headache on awakening) at least 
once weekly; 

• Rhinitis: any two of the following: the presence of chronic nasal stuffiness, the 
presence of chronic postnasal drip, the presence of chronic or seasonal nasal allergies; 

• Gastroesophageal reflux: a diagnosis of gastroesophageal reflux established by a 
physician or the presence of heartburn (every week) for which the patient regularly 
receives antacids or histamine type-2 blocking agents; 

• Asthma: a diagnosis of asthma established by a physician or the presence of wheezing 
during our physical examination of a nonsmoker; 

• Depression: the diagnosis of depression by a psychiatrist or psychologist, or the 
diagnosis by an internist, associated with the prescription of antidepressant medication; 

• Hypothyroidism: diagnosed by a physician and treated with thyroid replacement; 

• Bruxism: the observation by a bed partner of "tooth grinding" or the observation by a 
dentist of the characteristic of tooth wear; 

• Alpha-delta sleep: a polysomnographic EEG pattern characterized by the 
superimposition of alpha rhythm on the delta rhythm of slow-wave sleep. The 
presence of alpha-delta sleep was determined by a board-certified sleep physician 
evaluating the full-night polysornnogram (first-sleep study); 

• IBS : a diagnosis of IBS established by a physician or the regular occurrence of two of 
the following symptoms: diarrhea alternating with constipation, abdominal 
pain/urgency, or gaseous bloating; 
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• Orthostatic syncope: the frequent experiencing of "light headedness" (not a sensation 
of "spinning") on arising from a seated or supine position in a patient not being treated 
with diuretics or antihypertensives. 
[0032] Only current symptoms/signs were considered present. Symptoms/signs that had 

been experienced prior to our consultation, but that did not continue, were considered absent. 
[0033] To ensure a broad range of sleep-disordered breathing severity in our patients, we 

collected 25 consecutive patients at each of three levels of severity of AHI UARS (AHI less than 
10/r), mild-to-moderate OSA/H (AHI less than or equal to 10 to less than 40/h), and moderate- 
to-severe OSA/H (AHI less than or equal to 40/h). We reviewed each patient's questionnaires, 
history, physical examination, and polysomnogram to abstract the needed information. 
Whenever our review determined that information was missing, the physician who performed the 
consultation obtained the missing information during the next clinical contact (usually within one 
month of polysomnography). The designation of symptoms/signs as "present" or "absent" 
according to the criteria listed above was done by individuals blinded to the severity of the 
patient's sleep-disordered breathing. 

[0034] Demographic differences between groups were tested on continuous outcomes 

with one-way analysis of variance. Differences on categorical outcomes were tested with the X2 
statistic. The correlation between the prevalence of the specified symptoms/signs and decreasing 
severity of AHI grouping was tested nonparametrically with the Cochran-Mantel-Haonszel 
(CMH) test of zero correlation. A statistically significant p value would indicate a significant 
positive or negative correlation between prevalence of a symptom/sign and decreasing severity 
of AHI group. 
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[0035] As shown in the example above, and particularly Fig. 1, patients with sleeping 

disorders experience a wide variety of symptoms, and these symptoms overlap with symptoms of 
FSS listed above. Therefore, treatment of FSS symptoms with UARS and OSA/H treatment 
methods may alleviate the symptoms or cause of the FSS. Moreover, as further evidenced by 
Fig. 1, certain symptoms associated with FSS appear more frequently in patients having UARS, 
which could lead to more exact diagnosis. Finally, the absence of alpha-delta sleep can be used 
to diagnose moderate to severe OSA/H or to further focus on a UARS or mild/moderate OSA/H 
diagnosis. 

[00361 Although the invention has been described in detail for the purpose of illustration 

based on what is currently considered to be the most practical and preferred embodiments, it is to 
be understood that such detail is solely for that purpose and that the invention is not limited to 
the disclosed embodiments, but, on the contrary, is intended to cover modifications and 
equivalent arrangements that are within the spirit and scope of the appended claims. 
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We Claim: 

1. A method of treating a functional somatic syndrome comprising the steps 

of: 

identifying a patient as having a functional somatic syndrome; and 
treating such a patient with an airway stabilization technique. 

2. The method as claimed in claim 1, wherein treating such a patient with an 
airway stabilization technique comprises stabilizing the airway with a mechanical stabilization. 

3. The method as claimed in claim 2, wherein the mechanical stabilization is 
selected from the group consisting of: 

an oral appliance adapted to control a position of an anatomical feature of a 

patient; 

a tissue distending device adapted to located externally and coupled to such a 
patient so as to distend tissue associated with such a patient's airway; or 

a stimulation device adapted to apply a stimulating energy to a patient. 

4. The method as claimed in claim 1 , wherein treating such a patient with an 
airway stabilization technique comprises stabilizing the airway with a positive pressure therapy. 
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5. The method as claimed in claim 4, wherein the positive pressure therapy is 
selected from the group consisting of: a continuous positive airway pressure, a bi-level positive 
airway pressure, or an auto-titrating positive airway pressure. 

6. The method as claimed in claim 1, wherein identifying a patient as having 
a functional somatic syndrome includes identifying a symptom of the functional somatic 
syndrome, wherein the symptom is selected from the group comprising: chronic fatigue, 
fibromyalgia, irritable bowel, a migraine headache, a tension headache, temporomandibular joint 
pain, premenstrual pain, sleep-onset insomnia, maintenance insomnia, unrefreshed sleep, EEG 
evidence of sleep fragmentation, bruxism, muscle pain, muscle tenderness, heartburn, abdominal 
pain, abdominal urgency, diarrhea, headaches, depression, and orthostatic syncope. 

7. The method as claimed in claim 1, further comprising the step of 
monitoring such a patient for an inspiratory flow limitation. 

8. The method- as claimed in claim 7, further comprising the step of 
categorizing a patient who has an inspiratory flow limitation of approximately one to fifty 
percent of a wake level as an upper airway resistance syndrome patient. 

9. The method as claimed in claim 7, further comprising the step of 
categorizing a patient who has an inspiratory flow limitation of approximately fifty-one to one- 
hundred percent of a wake level as an obstructive sleep apnea patient. 
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10. the method as claimed in claim 1, further comprising observing alpha- 
delta sleep of such a patient. 

11. The method as claimed in claim 1, wherein the functional somatic 
syndrome is selected from the group consisting of: chronic fatigue syndrome, fibromyalgia, 
irritable bowel syndrome, a migraine headache, a tension headache, temporomandibular joint 
syndrome, Gulf War syndrome, premenstrual syndrome, sleep-onset insomnia, and maintenance 
insomnia. 

12. A method of treating a functional somatic syndrome comprising the steps 

of: 

identifying a patient as having a symptom of functional somatic syndrome; and 
treating such a patient with an airway stabilization technique. 

13. The method as claimed in claim 12, wherein treating such a patient with 
an airway stabilization technique comprises stabilizing the airway with a mechanical 
stabilization. 

14. The method as claimed in claim 13, wherein the mechanical stabilization 
is selected from the group consisting of: 

an oral appliance adapted to control a position of an anatomical, feature of a 

patient; 
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a tissue distending device adapted to located externally and coupled to such a 
patient so as to distend tissue associated with such a patient's airway; or 

a stimulation device adapted to apply a stimulating energy to a patient. 

15. The method as claimed in claim 12, wherein treating such a patient with 
an airway stabilization technique comprises stabilizing the airway with a positive pressure 
therapy. 

16. The method as claimed in claim 15, wherein the positive pressure therapy 
is selected from the group consisting of: a continuous positive airway pressure, a bi-level 
positive airway pressure, or an auto-titrating positive airway pressure. 

17. The method as claimed in claim 1, wherein the symptom of the functional 
somatic syndrome is selected from the group comprising: chronic fatigue, fibromyalgia, irritable 
bowel, a migraine headache, a tension headache, temporomandibular joint pain, premenstrual 
pain, sleep-onset insomnia, maintenance insomnia, unrefreshed sleep, EEG evidence of sleep 
fragmentation, bruxism, muscle pain, muscle tenderness, heartburn, abdominal pain, abdominal 
urgency, diarrhea, headaches, depression, and orthostatic syncope. 

18. A method to diagnose a sleep disorder comprising the steps of: 

a) determining whether a patient suffers from at least one symptom selected 
from the group comprising: sleep-onset insomnia, headache, irritable bowel pain, alpha-delta 
sleep, and bruxism; and 
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b) diagnosing a patient having at least one of the symptoms recited in step a) 
as having sleep-disordered breathing. 

19. The method as claimed in claim 18, further comprising the step of 
diagnosing the patient as a moderate to severe OSA/H patient if alpha-delta sleep is not present. 

20. The method as claimed in claim 18, further comprising the step of 
diagnosing the patient as a UARS or mild to moderate OSA/H patient if alpha-delta sleep is 
present. 
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ABSTRACT OF TH E DISCLOSURE 

A method of treating a functional somatic syndrome that includes identifying a 
patient as having a functional somatic syndrome or a symptom thereof and treating such a patient 
with an airway stabilization technique. Suitable airway stabilization techniques include positive 
pressure therapies, such as a CPAP treatment and a mechanical airway stabilization device. The 
present invention also is directed to a method of diagnosing a sleep disorder that includes 
detennining whether a patient suffers sleep-onset insomnia, headache, irritable bowel pain, 
alpha-delta sleep, or bruxism, and diagnosing a patient having at least one of these symptoms as 
having sleep-disordered breathing. 
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IV, . : The Symptoms and Signs of Upper 
I , Airway Resistance Syndrome* 

1 * _ A Link to the Functional Somatic Syndromes 

• Avram R. Cold, MD; Francis Dipalo, DO; Morris S. Cold, DSc; and 
Daniel O'Hearn. MD . 



Study objecti-oeu: Tto functional somatic syndromes ore associated with a variety of symptoms/ 
signs of uncertain etiology. We determined the prevalenoe.of several of those symptoms/signs in 
patients with sleep-disordered breathing and examined the relationship between tfae prevalence 
of the symptoms/signs and the severity of sleep- disordered breathing. 
Design: A descriptive study without intervention. 

Setting: A university sleep- disorders center located in a suburban setting. 

Patient* or participant: Three groups of 25 consecutively collected patients with sleep, 
disordered breathing. Groups varied in their apnea bypopnea indexes (AHIs) as follows; upper 
airway resistance syndrome (XiAHS) [AHI < 10/h), mild-to-moderate obstructive sleep apnea/ 
bypopnea (OSA/H) [AHI 2: 10 to < 407h), and moderate-to-scvere OSA/H {AHI 2: 40/h). 
Measurements and results. 1 Patients underwent comprehensive medical histories, physical 



inations, and fall-night polysomnography. The diagnosis of UARS Included quantitative measure- 
ment of inspiratory airflow and inspiratory effort with demonstration of inspiratory flow 
limitation: The percentage of women , among the patients with .sleep-disordered breathing 
(p = 0.003) and the prevalence of sleep-onset insomnia (p = 0.04), headaches (p = 0.01), irritable 
bowel syndrome |p = 0.01). and alpha-delta sleep (p = 0.01) was correlated with decreasing 
severity of AHI group. 

Conclusions: We conclude that in patients with UARS, mild-to-moderate OSA/H and moderate- 
to-severe OSA/H differ in their presenting symptoms/signs. The symptoms/signs of UARS closely 
resemble those of U»© functional somatic syndromes. (CBEST 2002; 122d-??) 

jmyslglft; functional lomsoc syndromes: irritable 
t syndrome; upper airway resistance syndrome 
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Keywords: ulphs-delw sleep; bruxlsm: ckronic fatl| 
bowel syndrome; sleep-diiordercd breathing: temp 
Abbreviations: AHI = apneaAypopoea indra; BMI = tody mass index: CMH « Cochran-Mnntol-Haensiclj 
CPAP = continuous positive airway pressure: IBS = irrlwble bowel Syndrome; NHEM => noa-iapid eye movement; 
OSA/H " obstructive sleep aphea/lrypopnea: Pmark = nasal mask pressure; UARS " uppeT airway resistance syndrome 



'. TP| uring the past decade, physicians treating sleep 
*~* disorders have experienced a broadening of the 
spectrum of sleep-disordered breathing. In addition, 
to the obstructive sleep apnea/hypopnea syndrome 
(OSA/H). many researchers and clinicians now ree- 

• ogoi2e- the upper, airway resistance' syndrome 
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(UARS). J Both OSA/H and UARS often present with 
the signs/syniptonis- of snoring, fitful sleep, and 
daytime sleepiness/fatigue. The chief difference be- 
tween the two syndromes can be found in the airflow 
channel of the polysomnograrn. While patients with 
both syndromes experience recurrent arousals from 
sleep, OSA/H patients demonstrate decreases of 
inspiratory flow to < 50% of waking levels associated 
with oxyhemoglobin desaturation, while patients 
with UARS have less severe inspiratory flow limita- 
tion. u In a previous study, 8 we demonstrated that 
the less severe inspiratory flow limitation of patients 
with UARS during sleep is associated with' a less 
collapsible upper airway. 

When viewed from the perspective of upper air- 
way physiology, patients with UARS and patients 
with OSA/H are similar! differing only in the severity 
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of their upper airway oollapsibility during sleep. In 
a recent editorial, ■ however, GuiDexriinault and 
Chowdhuri 3 suggested that patients -with UaBS are 
younger and more often female than, patients with 
OSA/H and complain more frequently of sleep-onset 
insomnia and fatigue. In addition, Guillenniaault and 
associates* found a greater prevalence of orthostatic 
intolerance in patients with UARS than in patients 
with OSA/H. In oar previous study, 2 we observed 
similar age and gender differences between patients 
with UaRS and patients with OSA/H. Furthermore, 
it has been our impression that patients with UAfXS 
who we see in our practice present with sleep-onset 
insomnia, headaches, gastroesophageal reflux, de- 
pression, bnixL-an (grinding of teeth), symptoms of 
rhinitis, hypothyroidism, and asthma more £re- 
quentiy than do patients with OSA/H. These obser- 
vations have led us to hypothesize that patients with 
UABS have a different clinical presentation from 
patients with"OSA/H. 

la addition to the deferences we have observed 
between patients with UARS and patients with 
OSA/H in demographics and symptoms/signs, we 
have observed a remarlrable feature in the polysorn- 
nograms of several of our patients with UABS: the 
EEG hnding of alpha-delta sleep. 5 Alpha-delta 
sleep, the intrusion of waking alpha rhythm into 
deep, slow-wave sleep, is not known to be a feature 
in patients with OSA/H. Rather, it has been observed 
In a variety of syndromes associated with chronic 
fatigue. 5 " 6 The functional somatic syndromes 9 -" 
include chronic fatigue syndrome, 12 fibromyalgia, 13 
irritable bowel syndrome (IBS),"- 15 migraine/ 
tension headaches, 16 and temporomandibular joint 
syndrome."- 17 - 1 * In addition to a common symptom 
of excessive sleepiness/fatigue, these syndromes fea- 
ture the following' - symptoms/signs: sleep-onset and 
maintenance insomnia, unrefreshing sleep, EEG 
evideace of sleep fragmentation, bruxism, muscle 
pain and tenderness, heartburn, {abdominal pain/ 
urgency, diarrhea) headaches, depression, and ortho- 
static syncope. 1 " 1 * Thus, the symptoms/signs we 
have observed in patients with UARS appear to 
overlap substantially with the symptoms/signs of the 
functional somatic syndromes. 

Combining the findings of previous investigators 
and . our observations above, we hypothesi2ed that 
patients with UARS have a clinical presentation that 
differs from that of patients with OSA/H and resem- 
bles the clinical presentation of the functional so- 
matic syndromes. To test this hypothesis, we have 
determined the prevalence of a variety of symptoms/ 
signs in consecutively evaluated patients with sleep- 
disordered breathing. 

2 



Materials and Methods 

7be study Is a prospective examination of the prevnlenoe of a 
variety of symptoms/signs in 75 patients with UARS and OSA/H 
(25 consecutive patients with sleep-disordered breathing al oath 
of three levels of severity). All of the patients were inferred to the 
SUNT Sleep Disorders Centor-Medicine because of a clinical 
suspldoo of sleep-disordered breathing. Patients with fibromyal- 
gia "referred for evaluation of sleep-disordered breathing 8 ' wert 
excluded because they would be expected to have the symptoms 
of the functional sorootic syndrome*. This study was approved by 
the InstiratUrnal Review Board of SUNT at Stony Drnok School of 
Medicine. 

Evalvution of Shco-Disordercd Breathing 

Carwdiation: Oo scheduling a sleep consultation, each patient 
received a detailed general medical hirtoiy questionnaire and a 
sleep-related symptoms questionnaire to complete and bring to 
the consultation. The sleep consultation was performed by a 
physician with credentials in both internal medicine and sleep 
medicine, and included a general medical and sleep-relatid 
hirtory and physical examination. ■ 

fWi-Ntgn; Polysomnography: Polysomnography was per- 
formed between the hours of 10 ?M and 6 am. Sleep stages were 
monitored using surface EEC activity of the centre! and occipital 
regions, Submental surface electromyographic activity, and left 
and right elcctxc-oeulographic activity. Leg movement was de- 
tected using surface electromyographic activity of the right and 
left tiblaus anterior muscle. Airflow at the nose Bnd mouth was 
monitored with a thermocouple. Thomcoabdomloal movement 
was monitored with piezoelectric belts. Oxyhemoglobin satura- 
tion was monitored at the finger using a pulse oximeter. A 
continuous EGG monitored heart rate and rhythm. All nf the data 
were convened horn analog to digital and stored oil s computer 
for Analysis by a board-certified sleep physician. 

Respiratory events were defined as any combination nf apnea 
and hypopnea lairing at taut 10 a and associated with an arousal 
Apnea was defined as a decrease of inspiratory airflow to < 20% 
of waking lewis, and hypopnea was defined is' a decrease In 
Inspiratory airflow to < 50% of waking levels. The elinitad 
diagnosis of OSA/H was usteblishud by an apnea/hypopnoa indat 
(AHI) of at least 10 events per hour of sletjp. Patients presenting 
with symptoms of sleep-disordered breatlung. but with an AMI or 
< 10/h received a presumptive diagnosis of UARS. The diagnosis 
of UARS was confirmed after further evaluation with a diasmustJc 
nasal continuous positive airway pressure (CPA?) study. 

Natal CPAP Study: All patients with a. presumptive diugiibsis of 
TJARS underwent a nasal CPA? study to demonstrate inspiratory 
airflow limitation during non-rapid eye movement (NREM) sleep 
(confirmrog UARS) and to determine a therapeunc level of nasal 
CPAP. 

During Ihe nasal CPAP study, each patient slept wearing a 
nasal CPAP mask (Respironics: Murrysville, PA). The mask whs 
attached via a breathing circuit and a bl-direcrions) vah/a to a 
source of CPAP and to a source of negative pressure (n modified 
Rem-Slar unit: Resplronies). Using the dual pressure sources, wc 
were able tovory the mask pressure between - 20 cm HjO and • 
20 cm H.O. The monitoring of sleep stages, leg movements, 
heart rhythm, and oxyhemoglobin saturation during the nasal 
CPAP study was the same as for polysomnography. Nasal airflow 
was measured with a heated pneumotachograph (model 3S13: - 
Hnns Rudolph: Kiiusns City, MO) end transducer (model MP45- 
14-B71 S/N 45534; Validyne Engineering; Northridgc. CA) inter- 
posed between the bi-directional valve and -the nasal mask. 
Inspiratory effort was 'measured as esophageal pressure using a 
saline solution-Ailed Maw feeding rube with side ports at its 
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distal 1 cm attached to a disposable pressure transducer (model 
00-041576504A. Mnndm. Athens, IX). The distil 1. cm of die 
feeding mho was positioned In the middle third of the esophagus. 
Nasal mask pressure (Pmnsk) was monitored directly from a port 
In the mask using a differential pressure transducer (model 23I D; 
Spectmmed; Oxnard. CA) referenced to atmosphere. 

Our methods for evaluating upper airway pressure/flow rela- 
tionships ' * 1 ■ - — 



einocs vor evaluating upper airway pressure/flow xelo- 
_ have been described previously.* To demonstrate sleep 
related inspiratory flow limitation, Paaslc is set at .atmospheric 
pressure (between 1 cm HjO and - 1 cm H,0). Inspiratory flow 
Imitation is considered is occur' when inspiratory airflow be- 
comes maximal despite an increasing drMog pressure for airflow 



(a dacreasing esophageal pressure). - 

Because our laboratory does not place flu esophageal catheter 
for every clinical poh-sonuiogram, we cannot establish the diag- 
nosis of UARS by demonstrating respiratory effort-related arous- 
als during &0*night polysomnography" In our laboratory, the 
combination of excessive daytime sleepiness/fatigua. an AJjI 
<I07h. and evidence of inspiratory flow limitation during 
NREM sleep with Pen ask at atmospheric pressure establishes the 
diagnosis of UaRS. 

Symptoms taut Signs: We chose and defined .the following 
symptoms/signs to investigate: 

1. Sleep-onset insomnia: a subjective Inability' to /ail asleep 
InOOmin. 

2. Headaches: a diagnosis of migraine headaches established 
by' a physician or the occurrence of any headache (other 
than a morning headache on awaiceniog) at least oscc 

3. Rhinitis! any two of the following: tie chronic presence of 
' uajul stuffiness, the chronic presence of postnasal drip, of 

chronic or seasonal nasal allergies. 
*. Gastroesophageal tuflu* a diagnosis of gastroesophageal 
reflux established by a physician or the presence of 
heartburn (every week) for which the patient regularly 
receives antacids or histamine rype-2 blocldng agents. 

5. Asthma: a diagnosis of asthma established by a physician 
. or the presence of wheeling during our physical exnmi- 
. na tion of a nonsmolcer. 

6. Depression: The diagnosis of depression by a psychiatrist 
or psychologist, or the diagnosis by an internist associated 
with the prescription of antidepressant medication. 

7. Hypothyroidism: diagnosed by a physician and treated 
• vWth thyroid replacement. 

fl. Enudsm: the observation by a bed partner of 'tooth* 
grinding" or the observation by a dentist of the character- 
istic tooth wear. 

B. Alpha-deltH sJeep: a polysomnographic EEG partem char- 
ncterited by the superimposition of alpha rhythm on' the 
delta rhythm of slow.wave sleep (Fig 1). The presence of 
ulpha-delte sleep was determined by a baard-certited . 
sleep physician evJunting the fofl-night polyjownogram 
(first 'steep study). 

10. IBS; a diagnosis of IBS established by a physician ox tho 
. regular occurrence of r*o of the following symptoms: 

diarrhea alternating with corwipntion, abdominal pain' 
urgency, or gaseous bloating. 

11. Orthostatic syncope: tho frequent oxperieneing of "light . 
hendedness" (not a sensation of 'spinning") on arising 
from a seated or supine position in a patient not being 
treated .with diuretics or antihypertensives. 

We chose the first nine symptoms/signs because our clinical 
espericnee suggested thai thuir prevalence would" be greater in 
patients with UARS than in patients with OSA/H. Vv« included 
the last two symptoms/signs br.tause they have been observed tn 
utb'c syndrome*. We bad not previously 
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»»» w iuj e«cBj<-uu«njoico orciiuung ior symp* 
iS or orthostatic syncope. Only current symp- 
tonis/jigns were considered present. Symptoms/signs that had 
been experienced prior to our consultation, -but that did nnc 
continue, were considered absent. 

Esojertroenrni Dulgru To ensure a broad range of sleep- 
disordered brendUog severity In our patients, we collected 25 
consecutive patients at eHch of tbreo levels of severity of a HI: 
UARS (AHI < 10/r), mild-to-modertte OSA/H (AHI a 10 to" 
<40/h), nnd moderate-to-severe OSA/H (AHI a 407b;. vv e 
reviewed each patient's questionnaires, history, physical exaini. 
nation, and poiysDmnogram to abstract the needed information. 
Whenever our review determined that information was missing, 
the physician who performed the consultation obtained die 
missing information during the next clinical contact (usually 
within 1 month of polysomnography). The designation of symp- 
toms/rigns as "present" or "absent" according to the criteria listed 
above was done by individuals blinded to the severity of the 
pabenfr sleep-disordered breathing. 

Statistical Anahjsir: Demographic differences between groups 
ere tested on continuous outcomes wi(& one-way analysis of 
Differences on categorical outcomes were tested with 



the x a statistic. The correlation between the prevalence of die 
specified symptoms/signs and decreasing severity of AMI group- 
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ing wiis tested ODnpaTtonet/icaJly with the Cochren-Menlfi)- 
Heonszel (CMH) test of reto correlation. A. statistically slgnifj, 

. eont p value would indicate a rigaificant positive ox negative 
currelob'on between prevalence of a symptom/sign and decreas- 

. ing severity of AHl group. 



Results 

The anthropometric and AHI data of our three 
groups of patients with sleep-disordered breathing 

. are shown in Table 1. The patients with UAES were 
significantly younger than the patients with mild-to- ' 
moderate OSA/H (p = 0.036), but were not signifi- 
cantly younger than the patients with moderate-to- 
severe OSA/H. The patients with UAR5 bad a 

, . significantly lower body mass index (SMI) than 
either group of patients with OSA/H (p < 0.02 /or 
each comparison). Female patients constituted a 
significantly larger portion of the UARS group than 
of either OSA/H group (p< 0.02 for each compari- 
son), with the prevalence of women among the 
patients progressively decreasing as the severity of 
AHI group Increased (p = 0.0005. CMH test of zero 

• correlation). 

The sleep-related symptoms of our 75 patients are 
shown in Table 2. Nearly all of our patients had 
complaints of" both sleepiness/fatigue and snoring. 

• The three patients with UARS who did not have a 
history of snoring presented with sleepiness/fatigue 
and fitful, resdess sleep. The two patients with rrald- 
to-moderate OSA/H who. did not oomplain of sleep- 
iness/fatigue both had histories of snoring and wit- 
nessed apnea. 

The relationship between the decreasing severity 
of AHI group and the prevalence of symptoms/signs 
of sleep-disordered breathing is demonstrated ia 
Figure 2. There was a significant correlation be- 
tween decreasing severity of AHI group and the 
prevalence of sleep-onset insomnia (p = 0.04), head- 
ache (p = 0.01). IBS (p = 0.01), and alpha-delta 
sleep (p = 0.01). Nonsignificant trends were present 
. for the prevalence of bruxism (p » 0.16) and rhiniris 



Table 1—Anihropojnetrie and AMI Data' 







MlM-to-Modwwe 


ModarMc-to-Sevcro 


Variable! 


UABS 


OS Mil 


OSA/tt 


*5e.yr 


43(15)1 


S2{13) 


«(!<). 


BMI 


£0.9 (6»t 


.35.0(B) 


38.4 (8) 


Male/female 


13/121 




a/23 










AHI. . 




25.1 (10.2) 


66.6 (17.4) 



•Data are prensniofi ai meui (SD) or No. 

1p « 0.036 v. mOd-to-modoiBle OSA/H group. 

Jp < 0.02 «s both OSA/H group* 



£01-3 £ &£ £ » O ± O " 



Table i— Sleep-Related Symptoms* 



Variables 


UARS 


Mild-te-Moderatn 
OSA/H 


M ode rate -to-Se vc/c 
OSA/H 


Sleepiness/ 


25 (100) 


23 (62) 


85(100) 


fatigue 
Snoring 

WltpXMod 


22(83) 


25(100) 


25 (100) 


. D (36) 


16(60 


21 IW 


apnea 








.Fitfil, tohIbh 


16(64) 


17(63) 


16 (04) . 


sleep 







•Data are .presented U No. (S> of group). 



(p = 0.16). Unlike tho symptoms/signs that in- 
creased in prevalence with decreasing severity of 
AHI. the prevalence of rhinitis tended to decrease as 
severity of AHI decreased. There was no significant 
correlation between the prevalence of depression, 
GERD, asihma. hypothyroidism, or orthostatic syn- . 
cope and the severity of AHI. 

Alpha-delta sleep was present in six of our patients 
with UARS (8.9 ± 8.5% of total sleep time), in three 
of our patients, with mild-tu-raoderate OSA/H 
(13.7 ± 7.4% of total sleep time), and in noneof our 
patients with moderate-to-severe OSA/H. In patients 
with alpha-delta sleep, the finding was present in all 
slow-wave sleep observed during polysomnography. 
Furthermore, each patient with alpha-delta sleep 
during full-night polysomnography also had the find- 
ing during the- CPAP study. Each patient without . 
alpha-delta sleep during polys omuography did not 
display alpha-delta sleep during tho CPAP study. 

To evaluate whether the symptoms/signs whose 
prevalence were greatest in patients with UARS were 
widely distributed among those patients, or whether 
they were clustered in a small group of patients with 
numerous symptoms/signs, we chose five symptoms/ 
signs that tended to be most prevalent in patients with 
UARS (sleep-onset iruforania. headache. IBS, alpha- 
delta sleep, and bmxisro) and counted the frequency 
■ of these symptoms/signs in each patient with sleep- 
disordered breathing (Fig 3). We found, that the five n 
symptoms/signs tended to be widely distributed among 
patients with UARS. More than 96% of the patients 
with UARS had at least one symptom/sign, with 72% 
having from two to four symptoms/signs, Oespitc their 
decreased prevalence, the symptoms/signs were also 
widely distributed among patients with OSA/H. with 
64% having at least one symptom/sign. Thus, the 
symptoms/signs' that tended to be more prevalent in 
patients with UARS were broadly distributed among 
patients with sleep-disordered breathing and not just 
clustered to a small subset of patients with numerous 
symptoms/signs. 

Because the functional somatic syndromes have n 
predilection for female subjects," and the percent- 
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The prevalence of sleep-on 
decreasing Jivority of AHI group (c 



_ r io our potienB with $le=p-disordored breathing, 
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age of women among our patients v/ith sleep- 
. disordered breathing increased with decreasing 
severity of AHI group, it could be argued that the 
differences observed in the prevalence of symptoms/ 
signs between severity of AHI groups may have 
resulted from the .gender differences between' 



groups. 83 To investigate whether the increased prev- 
alence of women among our patients with UARS 
aoeounted for the significantly higher prevalence of 
some symptoms/signs in the same group, we exam- 
ined the prevalence of.those symptoms/signs in our 
.patients with sleep-disordered breathing as a func- 




None 12 3 4 

Number of Symptoms/Signs 

symptoms/signs whose prevalence differed hertween group (sleep-own • 
_ . alpha-delta sleep, and bruxlim). this graph Illustrates the clustering of those 
symptoms in individual patients. The signs and symptoms went widely distributed among patients with 
IMRS(doned line with triangle}), patients with mild-to-tnnderute OSA/H (dashed line with diamonds), 
and patients with moderate-to-severts OSA/K (solid line with circles). See Figure S.for expansion of 
abbreviations. 
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don of gender using the CMH test of zero correla- 
. tion controlled for gender (Table 3). We found that 
the significant correlation between decreasing sever- 
ity of.AHl group and the prevalence of sleep-onset 
insomnia, headache, and alpha-delta sleep in Figure 
2 remained apparent. The correlation became weak- 
ened for IBS (p value increased from 0.01 to 0.10; 
IBS was common in women with OSA/H). but was 
greatly strengdiened for brvctism (p value decreased 
from 0.16 to 0.05). On the whole, the impression 
from Table 3 is that the prevalence of the indicated 
symptoms/signs increases as severity cf AHI de- 



In this series of patients with sleep-disordered 
breathing, we have investigated the relationship 
between the severity of sleep-disordered breath- 
ing and the prevalence of a variety of symptoms/ 
signs, many of whioh are associated with functional 
somatic syndromes. We have found that the per- 
centage of women, and the prevalence of sleep- 
onset insomnia, headache. IBS, and alpha-delta 
sleep are high among patients with UARS and 
decrease progressively with increasing severity of 

" sleep-disordered breathing. These symptoms/signs 
appear to be widely distributed among patients 
with sleep-disordered breathing rather than re- 
stricted to a particular subgroup. The prevalence 
differences in the various symptoms/signs re- 
mained largely intact when differences between 
the groups ingender distribution were accounted 
for. These findings confirm our impression that 

• UARS differs from mo derate-to- severe OSA/H in 
its symptoms/sign*, and it shares common symp- 
toms/signs with the functional somatic syndromes. 

In our previous study of upper airway collapsibilKy 
in patients with UARS and OSA/H, we found that 
patients with UARS. xnild-to-moderale OSA/H, and 
moderate-to-severe OSA/H represent a continuum 



• of increasing upper airway collapsibility. 8 Our find- 
ings to this study suggest that the symptoms/signs of 
sleep-disordered breathing also constitute a contin- 
uum.. At the .extremes of sleep-disordered breathing 
severity (UARS vs moderate-to-severe OSA/H). wc 
found dear differences in clinical features. Our 
UARS patients were 50% female, with a high prev^ 
aleitce of sleep-onset insomnia, headache, IBS. and 
alpha-delta sleep. In contrast, our patients with 
moderate-to-severe OSA/H were 8% female, with * 
lower prevalence of sleep-onset iiisorrmia, headache, 

: IBS, and alpha-delta sleep. Consistent with a contin- 
uous progression of symptom/sign prevalence, our 
patients with mild-to-moderate OSA/H were 20% 
female', with an intermediate prevalence of sleep- 
onset insomnia, headache, IBS. and alpha-delta 
sleep. These findings suggest that the physiologic 
continuum of upper airway coUapsibuity during sleep 
that characterizes sleep-disordered breathing is par. 
alleled by a continuous progression of the prevalence 
of symptoms/signs. There does not appear to.be a 
discrete UaRS. 

While it is evident that the prevalence of symp- 
toms/signs among patients with sleep-disordered 
breathing of varying severity constitutes a contin- 
uous progression, the direction, of that progression 
appears counterintuitive. In patients with the least 
severe sleep-disordered breathing (UARS), the 
prevalence of. sleep-onset insomnia, headaches, 
IBS, and alpha-delta sleep is highest, while in 
patients with the most severe sleep-disordered 
breathing (moderate-to-severe OSA/H), the prev- 
alence of the same symptoms is lowest. Why does 
the prevalence of sleep-onset insomnia, headache, 
IBS, and alpha-delta sleep decrease as the severity 
of sleep-disordered breathing increases? Although 

' our data do not answer this question, they may 
provide a clue. The increased prevalence of alpha- 
delta sleep in patients with UARS indicates that 
the quality of their sleep is different from that of 
patients with moderate-to-severe OSA/H. In pa- 



Table 3— Relationship Between Gendtr and tht Prevalence of Symptoma/Sign*" 



AlpliC-Dclta 



*Pat» are prejentiid as %. Because only sev<-a women 1 
obtained using th* CMH lest of zero correlation eoertx 



d OSA/H. we did not mbdMn'e women with OSA/H inlo AHI group!, p values were 
led for gender. P » femaJe: M = mala. 



tientr with functional somatic syndromes, the 
marked intrusion of alpha rhythm into slow-wave 
sleep is known to be associated with alpha intru- 

• slon info other NREM sleep stages and ti high 
Frequency of subjective sleep complaints. 94 There- 

. fore, alpha-delta sleep may represent a diminution 
In the quality of sleep of patients with UARS. The 
adulterated sleep of patients with UARS may 

. explain their complaints of steep-onset insomnia, 
and it may contribute to • autonomic dysfunction 
manifested es headache and IBS. The reason for 
►the inoreasing prevalence of alpha-delta sleep, 
sleep-onset insomnia, headache, and IBS with 
decreasing severity of AHI warrants further study. 

While our study indioates a difference between 
tbe symptoms/signs of UAHS and those of moderate- 
lo-severc OSA/H, we have no data comparing the 
symptoms/signs of UARS with those' of gender- 
matched outpatients without sleep-disordered brea- 
thing. Such a comparison is needed to know whether 
the symptoms/signs more prevalent In patients with 
IMRS result from inspiratory flow limitation during 
sleep. It is possible that having mo.derate-to-severc 
OSA/H pvoteots against having functional somatic 
syndrome symptoms/signs. The absence of the symp- ' 
toms/signs in a gender-matched group of outpatients 
without sleep-disordered breathing would suggest 

. that inspiratory flow limitation during sleep is 
needed for the development of functional somatic 

•syndrome' symptoms/signs. Unfortunately, finding a 
gender-matched sample of outpatients ksown to be 
without sleep-disordered breathing was beyond the 
scope of our study. Thus, we cannot be certain that 
the symptdms/signi associated with UARS are 
unique to patients with inspiratory airflow limitation 
during sleep. 

• The presence of alpha-delta sleep in several of our 
pacients with UARS and the apparent comorbidity 
between UARS and the functional somatic syn- 
. dromes led to our interest in examining the relation- 
ship between the severity of sleep-disordered 
breathing and the functional somatic syndrome 
symptoms/signs. Patients with functional somatic 
syndromes constitute a large group seen by internists , 
specializing in rheumatology, infectious disease, and 
gastroenterology, and by mental health professionals. 
In the United Kingdom, it is estimated that func- 
tional somatic syndrome symptoms constitute 20 to 
.25% of die complaints of patients seen In outpatient 
Interna] medicine practices. 1 ' The functional somatic 
syndromes are a large group of disorders of uncer- 
tain etiology. Included among these syndromes are 
chronic fatigue syndrome, fibromyalgia, IBS, tem- 
poromandibular joint syndrome, and migraine/ 
tension headache syndrome. The syndromes affect 
female patients more commonly than male patients 



and tend to overlap, sharing many oommon symptoms/ 
signs. Among these symptoms are fatigue, sleep-onsef 
and maintenance insomnia. 7 -" unxefreshing sleep,' 8 -" 
EEG anomalies during sleep. 5 ' 8 *' body pain and ten- 
demess, 12 - 13 - 16 - 18 heartburn, abdominal pain/urgency 
and diarrhea. 14 ' 15 headaches, 7 ' 12 - 1 * and depres- 
sion. 13 - 16 Treatment of the functional somatic syn- 
. dromes is largely symptomatic and of limited effi- 
caoy, relying heavily on analgesics, psychotropic 
medication, physical therapy, and psychotherapy . 9 -'i. ■ 
Thus, the symptoms/signs of patients with UARS are 
similar to those of a- large group of patients with 
syndromes or uncertain etiology whose treatments 
are of limited efficacy. 

The functional somatic syndromes are thought to 
be muitiaxiaJ syndromes in which psychological fac- 
tors (depression), neurologic factors (increased pain 
sensitivity), hormonal factors (orthostatio hypoten- 
sion and alterations in the hypothalamic-pituitiuy- 
adxenal axis), and sleep-related factors (frequent 
arousals and alpha frequency intrusion into sleep) 
interact to produce a complex clinical presentation .«= 
By demonstrating that the symproms/signs of OARS 
resemble those of the functional somatic syndromes, 
we have introduced the possibility that unrecognized 
Inspiratory fJow limitation during sleep plays a role in 
the development of functional somatic syndromes. 
Specifically, the frequent arousals and alpha wave 
intrusion into the sleep of patients with functional 
somatic syndromes and the nonrestorative sleep 
associated with .these syndromes may result from 
inspiratory flow limitation. Determining if inspira- 
tory flow limitation during sleep causes the sleep 
fragmentation of the functional somatic syndromes 
will require further study. 

While the significance of finding the symptoms 
of funotlonal somatic syndromes In patients with 
sleep-disorderod breathing is uncertain, several 
studies have found a high prevalence of sleep- 
disordered breathing in samples of patients with 
funotional somatic syndromes. Buchwald and as- 
sociates 10 studied the sloep of patients with 
chronic fatigue syndrome and found that nearly 
half of these patients had OSA/H. Kumar and 
•associates" studied the sleep of patients with IBS 
and observed OSA/H in three of six patients with 
IBS, but in none of six control subjects. In studies 
.of the sleep of patients with fibromyalgia, investi- 
gators have demonstrated rho presence of recur- 
rent oxyhemoglobin desaturstipns, 35 periodic 
breathing, 35 and OSA/H. 51 All of the previous 
studies screened patients for OSA/H as the only ■ 
manifestation of sleep-disordered breathing. Had 
previous investigators screened patients for milder 
inspiratory airflow limitation, it is possible that 
they, would have observed an even stronger assn- 
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ciation between sleep-disordersd breathing and 
the functional somatic syndromes. 

Although our study provides useful informa- 
tion concerning the clinical presentation of sleep- 
disordered breathing, our methods have a limitation. 
Specifically, we did not confirm each patient's med- 

. ical history by obtaining the patient's medical record. 
We do not believe, however, that our study is greatly 
limited by this factor. Nearly all the patients u tiliz i n g 
our suburban, sleep-disorders center are sophisti- 
cated individuals with health insurance and primary 
care providers. Thus, our patients had ready access 
to evaluation of their health-related complaints and 
knowledge of their medical histories. Moreover, for 
subjective symptoms like sleep-onset insomnia," 
headache, and IBS, obtaining the medical record' 
would provide little support for the patients' histo- 
ries. Thus, we do not believe .that our not obtaining 
the patients' medical records limits die conclusions 
' , that we can drew from this study. 

The sample sfcp. of our study (75 patients) limited 
our capacity to control for covariance and limited the 
conclusions we can draw from our data. Although we 
were able to control for gender, we were'not able to 
concomitandy control for BMI, wbieh increased with 
increasing aHI group. It can be argued, however, 
that while it is necessary to control for gender 
differences (because gender is known to be corre- 
lated with the symptoms/signs of the functional 
somatic syndromes), it is not necessary to control Tor 
' BMI. Differences in BMI have not been associated 

. with the prevalence of functional somatic syndrome 
symptoms/signs. Nevertheless, our sample size does 
limit our capacity to. be certain that the AHI (and not 
other factors) is responsible for the prevalence of the 
symptoms /signs of the functional somatic syndromes 
in patients with sleep-disordered broathing. , 

Iu conclusion, our findings suggest that the clinical 
presentation of UaRS differs from that of moderate- 

■ to-severe OSA/H, while It resembles the clinical 
presentation of the functional somatic syndromes. 
Our findings, however, do not prove thai the func- 
tional somatic syndromes are caused by Inspiratory 
flow limitation during sleep. Rather, they raise many 

Sucstions. How are upper airway collapse during 
eep and symptoms/signs such as sleep-onset insom- 
nia, headaches, IBS, and alpha-delta sleep related? 
How would treatment of sleep-disordered breathing 
affect concomitant symptoms/signs other than sleep- 
iness/fatigue? Does unrecognized inspiratory airflow 
" limitation play a role in the functional somatic 
syndromes? The answers to these questions may lead 
to improvements in the diagnosis and management 
of sleep-disordered breathing and the 'functional 
somatic syndromes. 
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Appendix B 



Upper Airway Collapsibility During Sleep 
in Upper Airway Resistance Syndrome* 

Aoram K Gold, MD; Carole L Marcus, MBBCh, FCCP; Francis Dipalo, DO; 
and Morris S. . Gold, DSc 



Study objectives: To compare upper airway coDapribility during sleep between 

upper airway resistance syndrome (UARS). normal subjects, and patients wtb obstrucuve sleep 

^^KeTcrip^e^udy of aperies of clinical patients and a cohort of normal control subjects. 

Setting: Two academic sleep-disorders centers. , , . , . . 

PatJts or participants: One hundred sis adult patients with J deep-bordered breath-g ^^evalu- 
ated at the SUMY Sleep Disorders Center-Medicine and 12 adult subjects without habitual 
snoring or daytime sleepiness and with an apnea/hypopnea inde* (AHI) < 5/b evaluated at the 
Johns Hopkins Pediatric Sleep Disorders Center. j • ' • » •. ,....„, 
Indentions- Ail subjects underwent full-night po^om nography : ™^J?°^ZZJ* 
pharyngeal critical pressure (Pcrit). All patients had ajdetermu^bon of therapeutic level of nasal 
continuous positive airway pressure (Ptherapeutic). -••><-. • 

Mea^rem*** a»3 result* The mean * SD Pcrit of theVl? norm 4 «dWKte * J 1 «2 

H O the mean Pcrit of the 22 UARS paHents was - 4.0 ±; 2.1 cm H a O; the mean.Pcntor the J / 

mean Pcrit of the 47 patients with moderate-to^severe' OSA/H. , (*»^iP^;f'". * 4 '° 
H!S?Se Pcrit of each group differed from that pf.aU other groupTtp «*H£ The = 
PtLrapeutic of patients witli UARS was 6.9 ± 1.7 em H„0 ; the mean : PtheEapeut.c of patients 
SSStb moLute OSA/H was 7.9 ± 1.9 cm H a O (p<= ^ a «^ n f^J^^S^ 
of UARS patients); and the mean Ptherapeutic of patients wrth moderate-to severe OSA/H was 
10 5 ± 2.4 cm H.O (p < 0.0001 compared to each 6f the other patient groups). • 
Conoid UARS is a syndrome of increased upper airway collapsibility dunng sleep The ^pper 
^S^Z^Smr during sleep of patients with UARS is intermediate between that of normal 
subjects and that of patients with mild-to moderate OSA/H. (ctjUEST 2002; 121:1331-1540) 

Key words; inspiratory Dow Bmitation-. nasal continuous positive airway pressure; obstructive sleep apnea; pharyngeal 
critical pressure; upper airway resistance syndrome 



Clinical investigators have recognized that inspira- 
tory flow limitation with arousal from sleep may 
be a cause of daytime fatigue and sleepiness even in 
the absence of obstructive sleep apnea/hypopnea 
syndrome (OSA/H). Patients with upper airway re- 
sistance syndrome (UARS) have periods of sleep 
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associated with inspiratory flow limitation, increased 
inspiratory effort, and arousal. J Preventing inspira- 
tory flow limitation in patients with UARS with nasal . 
continuous positive airway pressure (CPAP) results 
in a decrease in their frequency of arousals and an 
improvement in their daytime fatigue and sleepi- 
ness.* Therefore, understanding the pathophysiology 
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of UARS is important to the management of patients 
with sleep-disordered breathing. 

Although UARS has become widely recognized, its 
relationship to normal respiration during sleep and 
to OSA/H remains uncertain. Some investigators 2 
maintain that UARS is a condition of the upper 
airway that is distinct from the upper airway of 
OSA/H patients. Their position is based on differ- 
ences in the demographics and clinical presentations 
they have observed between patients with UARS and 
patients with OSA/H. Others 3 maintain that UARS is 
an artifact resulting from the imprecise measure- 
ment of airflow with thermal sensors during clinical 
sleep studies. They suggest that if airflow were more 
precisely quantified with pressure transducers and 
pneumotachographs, the diagnosis of UARS would 
become obstructive sleep hypopnea. Thus, the issue 
of whether UARS is a distinct physiologjp. entity or 
an artifact of polysofflnographic technology is unre- 
solved. 

Modeling upper airway function during sleep may 
allow the comparison of upper airway function be- . 
tween individuals with normal breathing, patients 
with UARS, and patients with OSA/H. Physiologic 
study of the upper airway during sleep in normal 
subjects 4 and in patients with OSA/H 5 has shown 
that in both conditions, the upper airway behaves • 
Hke a Starling resistor. 6 Accordingly, inspiratory air- 
flow through the upper airway during sleep is deter- . 
mined by the pressure at which a flow-limiting site 
within the upper airway collapses. The airway pres- 
sure at the flow-limiting site below which the flow-, 
limiting, site collapses,, the pharyngeal critical pres- 
sure (Pcrit), has been used as an index of upper 
airway collapsibility. 7 Previous studies 4 - 8 have dem- 
onstrated that normal subjects, primary snorers, 
patients with obstructive sleep hypopnea, and pa- 
tients with obstructive sleep apnea are distinguished 
by progressively higher values of Pcrit, signifying 
progressively more collapsible upper airways. Pa- 
tients with .UARS resemble normal subjects in hav- 
ing little apnea and hypopnea during sleep, but also 
resemble OSA/H patients in having sleep fragmen- 
■ tation and fatigue or sleepiness. Because patients 
with UARS have a clinical presentation that is inter- 
mediate between normal subjects and patients with 
OSA/H, we hypothesize that their upper airway 
collapsibility and Pcrit values are intermediate be- 
tween those of the two groups. Applying the Starling 
resistor model to upper airway function in UARS, ■ 
therefore, may enable us to determine whether 
UARS is .a state of upper airway collapsibility inter-' 
mediate between that of normal subjects. and pa- 
tients with OSA/H. To compare upper airway col- 
lapsibility during sleep between normal . subjects, 
patients with UARS, and patients with OSA/H, we 



compared the upper airway pressure-flow relation- 
ships during sleep of the three groups using the 
Starling resistor model of upper airway function. 



Materials and Methods 



Study Population 

One hundred six adult patients with sleep-disordered breath-, 
ing who completed sleep evaluations at the SUNY Sleep Disor- 
ders Center-Medicine constitute the patient sample (UARS. and 
OSA/H patients). The patients all had initial consultations and •- 
were selected only for having completed standard evaluations as 
detailed below. We obtained a cohort ofl 2 adult normal subjects 
from participants in a study of developmental changes in upper . 
airway pressure and airflow dynamics during sleep. The normal- . 
subjects were studied at the Johns Hopkins University Pediatric 
Sleep Disorders Center. Publication of the patient data was 
approved by the IrutilunpnaJiReview Board of the State Univer- 
sity of New York-Stony. Brr^)^. The ;s^y,pf developmental 
changes in upper airway pressure and airflow dynamics , was 
approved by the Institutional Review .Board, or Johns Hopkins. 
'University. -\ " 

; ' uars ' • /j'X j^..'..' .' 

We used a diagnostic standard comparable to that of CuiUemi- 
naylt and associates: 1 Alj.of our UARS patients met the. following 
criteria: (1) they, requested a sleep consultation for daytime . 
fatigue and sleepiness;' (2> 'their fatigue or sleepiness did not ■ 
result from diagnoses • of OSA/H (apnea hypopnea index [AH I] 
< 10/h), narcolepsy, or periodic leg movements syndrome; and 
(3) their fatigue or sleepiness was associated with inspiratory flow 
limitation with arousals from sleep, while breathing at atmo- 
spheric pressure during a nasal CPAP titration study. The level of 
sleepiness as assessed by themultiple sleep, latency test (MSLT) 
or the Epworth Sleepiness' Scale,' the frequency of arousals not 
associated with apnea and hypopnea during polysomnography, 
arfd the presence or absence of habitual snoring were not used as 
diagnostic criteria. 

Normal Subjects 

Healthy adult subjects without habitual snoring and without 
sleepiness were recruited fronrthe general community. Subjects 
underwent full-night polysomnography, and only subjects with an \ 
.. AHI S 5Vh Were included. 

Etwfuorfon of Sleep-Disordered Breathing 

The patients with sleerwlisbrdered breathing were each eval- 
uated with the routine clinical sleep evaluation performed at the 
SUNY Sleep Disorders Center-Medicine. The evaluation began 
with a general medical and sleep-related history and physical 
examination. Patients were questioned regarding symptoms or 
narcolepsy and restless legs syndrome. Patients with a diagnosis 
of narcolepsy as determined by n history of cataplexy or by a sleep 
latency or < 5 min with two rapid eye movement onset naps 

- during the MSLT 0 were excluded from the diagnosis or UARS. 
Distinguishing patients with UARS from patients with periodic 

• leg movements syndrome can be difficult because both can have 
leg movements and arousals associated with minimal changes in 
airflow as determined by a thermocouple. Therefore, after: the 
exclusion of narcoleptics, all patients complaining of fatigue or 
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sleepiness who did not meet our criteria for OSA/H i 
candidates for the diagnosis of UARS. A nasal CPAP titration 
study was performed to identify the patients with inspiratory flow 
limitation at atmospheric pressure (UARS patients) and to deter- 
mine their therapeutic CPAP. Patients with leg movements but 
without inspiratory flow limitation or patients who continued to 
have leg movements at the therapeutic level of nasal CPAP 
(Ptherapeutic) received a diagnosis of periodic leg movement 
syndrome. 

Normal subjects were evaluated by polysomnography at the 
Johns Hopkins Pediatric Sleep Disorders Center. Polysomnogra- 
phy that was performed at the Johns Hopkins Pediatric Sleep 
Disorders Center did not differ significantly in its performance or 
its analysis from that performed- at the SUNY Sleep Disorders 
Center-Medicine. 

FuU-Mght Polytomnogrophy 

At die SUNY Sleep Disorders- Center-Medicine, standard 
full-night polysomnography was performed. Sleep stages were 
monitored using surface EE© activity of the central and occipital 
regions. subnTsnjak^snifac^electromyographic activity, and left 
and right electrc^lo^rophjc activity.. Ug. movement was de- 
tected using surfac^dectronry^phic^tiyiry,of.Ae,nght and 
left tibialis anterior muscle. Airflow at the" nose .and mouth was 
monitored with a mWinocjoupfe. Thorai^b^ominal movement 
'belts. Oxyhemoglobin s- 



was monitored with pieiflejeci 
tion was monitored, at |ne. fi 



■ continuous ECC monitored heart rate and rhythm. All or the data 
were converted from analog to 'digital and stored on a computer. • 
for analysis by an 'American Bo^'orsfee'pMeicme-certified,' 

• sleep physician. ■ » v ' ■ 

Sleep was staged using the scoring system of Rechtschallen 

• and Kales' 0 with, the modifications of Flagg and Coburn" for 
sleep-disordered breathing. EEC arousaJs not associated with 
hypopnea or apnea were identified using the American Academy • 
of Sleep Medicine Task Force criteria." For each patient, the 
total of arousals'not associated with hypopnea or apnea was 
divided by the total sleep time to derive an arousal index (arousals 
per hour). 

We quantified an AHI for each patient. Apnea was defined as 
a decrease of inspiratory airflow to < 20% of waking levels. 
Hypopnea was defined as a. decrease in inspiratory airflow to 
< 50% of waking levels. An apnea/hypopnea event was defined as. 
apnea" lasting 10 s or any combination of apnea and hypopnea 
' lasting 10 s and ending with an arousal. In addition to determin- 
ing an AHI, we characterized each patient's tendency to apnea 
within his disordered breathing events. To accomplish this, we 
measured the apnea time of each event and determined a ratio or 
apnea time to event time. We expressed each patient's tendency 
to apnea within disordered breathing events as his mean apnea 
time/event time (AT/ET). 

The diagnosis of OSA/H was established by an AHI of at 
least 10 events per hour of sleep. For purposes of data analysis, 
the OSA/H patients were classified into groups of milcV. 
to-moderate OSA/H (AHI 2= 1071. and <40/h) and moderate- 
' e OSA/H (AHI a 40/h). 



JSIasal CPAP Study 

■ Every patient with OSA/H and possible UARS underwent a 
nasal CPAP study, During the nasal CPAP study, each patient 
slept wearing a nasal CPAP mask (Respironlcs; Murrysville, PA). 
The mask was attached via a breathing circuit and a bi-directional 
valve to a source of CPAP and to a source of negative pressure (a . 
modified Rem-Star unit; Respironics). Using the dual-pressure 



sources we were able to vary the nasal mask pressure (Pmask) 
between + 20 cm Hp and - 20 cm H 2 0. The monitoring of 
sleep stages, leg movements, heart rhythm, and oxyhemoglobin 
saturation during the nasal CPAP study was the same as for 
full-night polysomnography. Nasal airflow was measured with a 
heated I pneumotachograph (model 3813; Hans Rudolph; Kansas 
City, MO) and transducer (model MP.45-14-871; Validyne Engi- 
neering; Northridge. CA) interposed between the bi-directional 
valve and the nasal mask. Inspiratory effort was measured as a 
change in esophageal pressure (APesoph) using a balloon-tipped 
catheter with side ports in its distal 5 cm. The distal 5 cm was 
positioned in the middle third of the esophagus. Pmask was 
monitored threcdy from a port in the mask. Both APesoph and 
Pmask were measured by a r" 1 **" "™ > ' transducei 
(model 23ID; Spectramed; Ox, 



a araerenuai p"=«" 10 u«u~m.« 
Oxnard. CA) referenced to' almo- 



in the SUNY Sleep Disorders Center-Medicine sleep labora- 
tory, the purpose or the nasal CPAP study varies with the 
underlying diagnosis. For patients with OSA/H, the study deter- 
znires^Ptferapeuoc.'We define die Ptherapeutic as the 
Pmask at which inspiratory flow limitation resolves or APesoph is 

^^^M^&^p^fidk^M fatigue sleepiness but 
withouVa tt^WtosMfif or-naicolepsy. die CPAP study 
establishe^ a diagnosis-ijF UARS: A diagnosis or UARS requires 
that a pa£ehb"demonstrate iiupratoryflcwhmitatton at aPma- 
or atmospheric pre^re.tbe^ween. + 1 cm HjO and 1 c 



dembi«D*ted at atmospheric^^ „ 
dynaim«,by me«urmg :both. the maximal inspiratory flow 
(Vimax) and tke m>piratory APesoph for five to eight. con seCTitove 
breath's during continuous nonropid eye movement (NrU£M> 
sleep. Pmask is then progressively increased in 1-cm i H 2 0 
increments while' inspiratory flow and effort are monitored until 
Ptherapeutic. is reached. (Fig 2). 



Peril was determined during the nasal CPAP study using a 
steady-state method' (Fig 3, 4). For patients with Pcrit greater 
than atmospheric pressure, we determined the Pcrit by gradually 
increasing the Pmask to the lowest pressure at which each 
inspiratory effort was associated with inspiratory flow limitation 
during stage 2 sleep (between a sleep spindle or K complex and 
the next arousal). After 30 s at_that pressure, we n*f Vimax 
for several breaths with the paBenf s mouth closed.. We continued 
to raise the Pmask in 1-cm H a O increments and repeated die 
Vimax measurements at two more levels of Pmask associated with 
inspiratory flow limitation. Pcrit was determined by regressing 
Vimax on Pmask and solving for Pmask at Vimax of 0 nuVs. The 
airway resistance upstream to the flow-limiting site (the airway 
resistance between the nares and the point of collapse under 
conditions of inspiratory flow Urnitation [Rus]) was determined as 
the reciprocal of the slope of the regression.- For, patients with 
Pcrit less tban atmospheric pressure, we determined the Pent by 
Gradually decreasing the Pmask and measuring Vimax as de- 
scribed above. We continued to decrease Pmask until Vimax was 
sampled at three levels of Pmask. 

To increase the accuracy of our Pcrit determinations, we 
accepted a Pcrit determination only if we were able to achieve 
values of Vimax < 100 ml/s. In addition, we used Vimax data 
from the three lowest levels of Pmask for the Pcrit regression. 
These criteria improved the. accuracy orour measurements .n two 
ways. First, by using values of Pmask close to Pcrit, we irommized 
the loss of upper airway muscle activity that accompanies h»gher 
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levels of CPAP> Decreasing upper airway muscle activity could 
increase the collapjibiUly and Peril being measured. Second, by 
•keeping our lowest values of Vlmax < 100 ml/s, we narrowed the 
• 95% confidence interval for the value ofProask at Vlmax = 0 (the 

P The^cri/detenninattons done at the Johns Hopkins Pediatric 
Sleep Disorders Center differed slightly from the determinations 
done at the SUNY Sleep Disorders Center-Medicine. Although 
■ the same dual pressure source/pneurnotachograph system was 
used, esophageal pressure was not used as an indicator or 
inspiratory effort. The subject was allowed to fall asleep receiving 
a low level of positive pressure (2 to 4 cm H 2 0). Pmask was then 
lowered in 2-cm H s O decrements until either upper airway 
" the patient aroused from sleep, ot a mun- 
- 20 cm H a O had been applied. Under 



conditions of inspiratory flow 

of Vlmax were made as a function of Pmask. Pent and Rus were 
determined using the same regression used for the sleep- 
disordered breathing patients. Inspiratory flow limitation was 
considered to occur when a characteristic inspiratory flow wave- 
form occurred (increasing inspiratory flow followed by a nud- 
inspiratory plateau). «■» Measurements were performed dunng 
slow-wave sleep' (SWS). When measurements during SWS were 
not possible (due to sleep stage transitions or lack of S\VS in the 
laboratory situation), measurements were performed during 



Statistical Analyst 

Differences in gender distribution between the four groups 
(norSScb, UARS, mild-to-moderate OSA/H moderate-to- 
severe OSA/H) were tested overall and in pairwise fashion by 
Fisher Exact Test. Differences among the groups in mean age 
body mass index (BMI), PcrfifPtherapeuhc^n the three patient 
. Eroups), and Rus were tested overall with a one-way analysis of 
variance F test followed by pairwise t tests within fee .analysis of 
variance. All other statistical tests compared patients with UARS 
redone other group or compared UARS patient data before 
and after intervention. These comparisons were-all done as t tests 
(paired and unpaired as appropriate). 



Results 

The anthropometric data for normal subjects and 
sleep-disordered breathing patients are. given in Ta- 
ble 1. The norma! subjects were younger than each 
of the sleep-disordered breathing groups (p < 0.01). 
They were not obese, with a BMI significantly lower 
than each of the sleep-disordered breathing groups 
(p < 0.01). They were predominantly female, with a 
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FIGURE 2. A 30-s epoch of a najal CPA? «tudy fa a patient with UARS (patient EX) wi* iWc atlO 



gender distribution that was significandy different .. 
from each of the predominantly male sleep-disor- 
dered breathing groups (p < 0.05). 

The three groups of sleep-disordered breathing 
patients differed in two aspects (Table 1). First, the 
group with moderate-to severe OSA/H was. more 
obese than eidier of the other .two groups 

' (p < 0.001). Second, the percentage of women in 
the groups decreased widi increasing AHI, although 
only the difference between patients with UARS and 

• patients with moderate-to severe was statistically 
significant (p = 0.03). • 

Our 12 normal subjects had a mean ± SD AHI of 
0.1 ± 0.1/b and an arousal index (arousals unrelated 
to apneas and hypopneas) of 12.3 ± 7.9/h. The 22 
patients with UARS had an mean AHI of 3.S ± 
3.1/h, which was significandy greater than that of the. 
normal subjects, (p - 0.0003). Their mean arousal 
index was 23.2 ± 12.5/h, which was significandy 
greater than that of the normal subjects (p = 0.01). 

www.chestiournal.org 



The 37 patients with mild-to-moderate OSA/H had a 
mean AHI of 23.9 ± 7.8/h and a mean arousal index 
of 15.3 ± 10.3/h. The 47 patients with moderate-to 
severe OSA/H had anTffil of 71.6 ± 20.5/h and an 
arousal index of 5.0 ± 8.4/h. . 
While breathing at Pmasks' approximating atmo- 
• spheric pressure during the nasal CPAP study, all of 
die patients with UARS consistendy experienced 
inspiratory flow limitation during NREM sleep {Fig 
1). The mean Vimax for the patients with UARS was 
191 ± 83 mUs, and the mean inspiratory APesoph 
was 16 ± 8 cm H 3 0. At Ptherapeutic (Fig 2), the 
mean inspiratory APesoph for the group was 5 i 4 
cm H b O, representing an 11-cm H 2 0 decrease in 
inspiratory effort at Ptherapeutic (p < 0.0001). 

The Pcrit values for the normal subjects and the 
three groups of patients with sleep-disordered 
breathing are shown in Figure 5. The mean Pcrit of 
normal subjects was - 15.4 ± 6.1 cm H a O; mean 
Pcrit of UARS patients was - 4-0 ± 2.1 cm H a O; 
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Figure 3. Rdatioiu^ I: .„.„ r ...„... „ ■= 

Pmask during NREM for Pcrit determination in patient EX. As Pmask is 
H a O (left. A) to ■- 1.6 cm H a O (cenrer. B) and - 2.6 cm H^O [right, C). V" 
bs shown (labeled arrows). 




mean Pcrit of 1 pa^ftlfc witb>i Aild-to-moderate 



"any two of the. groups \yas^ statistitjaDy sigruficant 
(p.< 0.01). The mean. Rus of nonpal' subjects v v?as 
21.5 ± 9.5 cm n 2 Q/tts}. the mean$'us of : fhe UABS 
patients was 21.4 ± 6 : .5 cjm H s O/^^i^!slgnificant 
compared to normal^ subjects); •,• the: .• mean Rus 
of patients with mild-to-mbderate OSA/H was 

=. 19.2 ± 7.9 cm H fl O/L/s (not significant compared 
with the normal subjects and UARS patients); and 
the mean Rus of patients with moderate-to-severe 
OSA/H patients was 15.6 ± 8.4 cm H B 0/I7s (signif- 
icantJy lower than the normal subjects and patients 
with UARS; p < 0.03). Thus, patients with UARS 
demonstrated upper airway collapsibility that was 
intermediate between that of normal subjects and of 
patients with mild-to-moderate OSA/H. In addition, 
as AH1 increased in patients with sleep-disordered 
breathing, upper airway collapsibility also increased. 
Finally! the Rus of normal subjects and patients with 
UARS were similar, but Rus tended to decrease with 
increasing AHI in patients with sleep-disordered 
breathing 

The three groups of patients with sleep-disordered 
• breathing were characterized by progressively increas- 
ing Ptherapeutic values. The mean Ptherapeutic of 
patients with UARS was 6.9 ± 1.7 cm H a O; the mean 
. Ptherapeutic of patients with mild-to-moderate OSA/H 
was 7.9 ± 1.9 cm H 2 0; and die mean Ptherapeutic 
of patients with modernte-to-severe OSA/H was 
10.5 ± 2.4 cm HaO. While the difference in Pthera- 
peutic values between the patients with UARS and 
patients with mild-to-moderate OSA/H did not. reach, 
statistical significance (p = 0.08), both differed .signify 
candy from the group with moderate-to-severe OSA/H 
(p< 0.0001). 



group in subgrou^V^pati|nlfejhj^ on gender,' age 
(< 40'years vs;^|S^r^^ BNiI (<<30y?.fe 3QJ 
Tablq.2demonstr|iteyjthat in,eyeiy' instance. but one 
/(female- i patients -yvi^h moderate^^'evere < OSA/H; '.' 
n = -2), the Pcrit -increased .as -tfie- severity of-sleep? . 
disordered, breathing increased. These findings sug- . 
gest.diat the' severity of sleep-disordered breathing. 




Pmask (cmH£>) 

Figure 4. Regression of Vimax on Pmask to derive Pcrit (the X 
intercept) of patient EX. The dotted fines are the 95% confidence 
interval for the slope of the regression. By regressing values of 
Vimax that are close to 0 aiUs, we decrease the 95% confidence 
interval for the it intercept (the Pcrit). Thus, the Pcrit is - 3.3 cm 
H s O (95% confidence interval, - 3.0 to - 3.7 cm H s O). 



Table 1 — Anlhropomelric Data* 



Variable! 


Normal 
Subjects 


UAES 


Mild-to-Moderate 
OSA/H 


OSA/H 


Patients, No. 
Agcyr 
BMI, kg/m* 

Mafe/feraale gender. No. 


. 12 
34(8)1 
• 24 (3)1 
■4/81 


22 

475(145) 
31(8) 
17/5 


37 
53(12) 
33(6) 
31/6 


•47 
51(12) . 
36(8)5 

45/21 



•Data are presented as mean (SD) unless otherwise indicated. 
lp < 0.01 compared with each of the sleep-disordered breathing groups, 
tp < 0.05 compared with each of the sleep-disordered breathing groups. 
§p < 0.0001 compared with both UARS and mild to moderate OSA/H groups. 
|jp = 0.03 compared with UARS patients. . . 



and not gender, age, or obesity, was the primary 
correlate of Pent in our subjects. . 

To compare afa^y ;?6lla'ps{bility between our pa- 
tients with UA?S . ^d.^Sipiatietits with, OSA/H with 
die least coUapsiDle. ^feritaih^ys during sleep (pa- . 
tients with hypophea predominant), we selected all die 

. patients with OSA/H whose AT^T>#as < 02. The 13 
'.' patients meefogtfns crit^"'Kad;?p:AHI of 32 ± T7/h 
and an AT/ET of 0.11 ±6.05' (hypopnea. was 89% of 

. the time .spent' in sleep-disordered breathing). The . 
mean Pent value 6f this group was - 2.1 ± 2.0 cm 



H a O, which was significandy higher than the value for 
UARS patients ..(-4 0 ± 2.1; p = 0.01). Thus, in our 
patients, the.diagbpsis of UARS identified a group with 
upper aiiwaVj^oJ^^^l^diatvwasilcwei: than that of 
patients wiffii&S^Wti^^ least ^Uapsible upper 
' airways dnrtopi ! '5leepJ^-f?ii>^..;' : - - : 1 
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FIGURE 5. Peril and Ptherapeutic values for our patients with 
sleep-disordered breathing and the Pcrit values for our normal " 
subjects (normals). Pcrit values are designated by X, and Pthera- 
peutic values are designated by circles. Large markers represent 
mean values. The meali Pcrit value for each group is significantly 
different from the mean Pcrit value for all other groups 
(#p'<0.01). The mean Ptherapeutic value for patients with 
UARS and patients with mild-to-moderate OSA/H did not differ 
significantly (p = 0.08), but both differed significantly from the 
Ptherapeutic- of patients with moderate-to-severe OSA/H. 
*p < 0.0001; mod r — J 



In th^.stu.dyv we .have, .confirmed previous , obser- . 
vations 1 that patients with' UARS experience inspira- > 
tory flow limitation throughout NREM sleep. Fur- :■ 
ther, we have quantified maximal inspiratory airflow 
and inspiratory effort during NREM sleep in UARS. 
patients and demonstrated that therapeutic nasal 
CPAP significantly lowers their inspiratory, effort. 
We have used the StaHing, resistor model of the 
upper airway during sleep to compare airway collaps- 
ibility between normal subjects, "patients with UARS, 
and patients with OSA/H. Comparisons of both Pcrit 
values and Ptherapeutic values demonstrate that the 
inspiratory flow limitation of patients with UARS is 
associated with upper airway collapsibility that is 
intermediate between- that of normal subjects and 
patients with mild-to-moderate OSA/H. 

In choosing to compare collapsibility between 
groups by comparing their Pcrit values, we have 
chosen a parameter that is determined once in each 
subject during a single night's sleep. What is die 
evidence that Pcrit is a reproducible parameter that 
reflects upper airway collapsibility over time? The 
reproducibility of single Pcrit measurements within 
subjects has been demonstrated, by Schwartz and 
associates 17 - 18 in studies of the effects of weight loss 
and uvulopalatopharyngoplasty (UPPP) on airway 
collapsibility. In their studies, patients who re- 
sponded to weight loss or UPPP widi a decrease in. 
AHI .also had a decrease in Pcrit. Patients who did 
not lose weight or who did not respond to UPPP with 
a decrease in AHI had little change in Pcrit values. 
• over several months. Therefore, in choosing a single 
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Pcrit measurement as an index of upper airway 
collapsibility in this study, we have chosen a param- 
eter that is reproducible within subjects over time. 

Aldiough the observed difference in Pcrit values 
between normal subjects and patients with sleep- 
disordered breathing suggests a difference in upper 
airway collapsibility, the finding, could have resulted 
from the collection of Pcrit data in two laboratories 
with slightly differing methods. The two differences 
in methods between laboratories were the absence of 
a Pesoph measurement and the preference for col- 
lecting Pcrit data during SWS (rather than stage 2 
sleep) at the Johns Hopkins Pediatric Sleep Disor- 
ders Center. To assess the comparability of methods 
between the SUNY and Johns Hopkins Pediatric 
Sleep Disorders Center, we compared the values 
obtained in both laboratories with published values 
of Pcrit obtained in comparable-groups at the Johns 
- Hopkins Adult SleerxDisbrde.fs Ceflter.^-»..0ur nor- 
" ,W* - mal subjects (studied at, *he Johns Hopkins Pediatric^ 

Laboratory) and our hypophea predctminani patients 
'..V ... V- ^ mo derate-to^e#re -QSA*:<st6cli§d- -at • SUNY) * 
, • : had Pcrit values that w^neairly identical with the' , 

. ■ , • pubLshed values 6f~T5e|Bp§aB& groups at the Johns r 

' . ... Hopkins Adult Sleep .Disorders -Center. Thus... We -. 

* v . believe that the observed differericesin Pcrit. values 

. between bur normal: subjects and our patients with 
• : - . sleep-disordered breathing represent" differences in 

■ - upper airway collapsibility between groups and not 

methodologic" differences between centers. 

A strength of this ..study is our choi.ce of normal 
• subjects from die general population and not from 
patients presenting with sleep-related complaints. 
Studies that include individuals from the latter group 
based on normal values for the MSLT or for sleep- 
iness scales make their determination using tests 
whose sensitivity for quantifying sleepiness is uncer- 
tain. While obtaining normal subjects from the gen- 
eral population requires die screening of large num- 
bers of subjects/the relfflting group is more likely to 
be truly normal regarding symptoms of sleep-disor- 
dered breathing. Therefore; our choice of normal 
. . subjects from the general population may. have en- 
hanced our ability to demonstrate a difference in 
upper airway collapsibility between normal subjects 
and patients with sleep-disordered breathing. 

In choosing our normal subjects, however, we 
were unable to match for gender distribution, age, 
and obesity between normal subjects and our pa- 
tients With sleep-disordered breathing. To some 
extent, this limits die conclusions we can draw from 
our study. Matching for every parameter but the. 
tendency to sleep-disordered breathing, would have 
enabled us to conclude that patients with UARS 
patients differ from normal subjects only in the level 
of dieir upper airway collapsibility during sleep. We. 
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believe that our normal subjects do not greatly limit 
our study. Our comparison of subgroups based on 
gender, age, and obesity (Table 2) suggests that the 
tendency to sleep-disordered breathing <and not the 
demographic factors) is still the principle determi- 
nant of Pcrit in our subjects. 

Our finding a difference in upper airway collaps- 
ibility between patients with UARS and hypopnea- 
pxedominant patients with OSA/H with is novel. The 
distinction' between the two diagnoses was made, 
using a thermocouple to measure airflow. Recent 
trends have been toward monitoring inspiratory air- 
flow more precisely using inspiratory pressure as a 
surrogate for airflow. This methodology more accu- 
rately demonstrates the plateau of the inspiratory 
signal characteristic of inspiratory., flow. limitation. 14 _ 
• . It has been suggested 3 that misjn^thodology is also :t 
. .better , at- distinguishing between; pS$!$$^iJ"**h> 
^\iaiiftcfw in patients with mspira.^0;if!^l«afe^n..; rt.i ; 
•„■ ... Our findings do not support this Opinion. Rajher,. pur., i i 
is -vfiridings suggest- that withm " a,.stagleMaboraioiy i - ; 
'.'■*■ lairflow estimated by a thermocouple can extinguish 
?; varying levels of inspiratory airflow and dfstinguteh a . • 
'. " group of patients with UARS from, one with.hypop- ' 
• '. oea-predominant OSA/H. '•""•v-'j 
Although most of our patients with UARS had 
Pcrit values that were intermediate between normal . 
subjects and patients with mild-to-moderate OSA/H, 
. one of our UARS patients had a Pcrit value in the ' 
normal range (-10.7 cm H 2 0; Fig 5>. This partic- : 
ular patient appears to have had normal upper airway 
.'. collapsibility, but a high upstream resistance (Rus; 32 
cm H a O/L/s) that increased her inspiratory effort 
and resulted in inspiratory flow limitation during 
sleep. Thus, while most patients with UARS have 
increased upper airway collapsibility relative to nor- 
mal subjects, occasional patients with UARS truly 
' have increased upper airway resistance. 

Whether upper airway collapsibility is measured 
usihg.Pcrit or Ptherapeutie, our data suggest that in 
' . patients with sleep-disordered breathing, upper air- 
way' collapsibility progressively increases with in- 
creasing AHI. Figure S demonstrates, however, that 
. the range of airway collapsibility between patients 
with UARS and patients with moderate-to-severe 
OSA/H is greater when" measured by Pcrit (6.4 cm 
H a O) than when measured by Ptherapeutie (a range 
of 3.6 cm H 2 0). We believe that the difference 
between the two measurements is caused by a 
"difference in their determinants. Pcrit is affected 
chiefly by upper airway collapsibility. Ptherapeutie is 
affected by both the upper airway collapsibility and 
the upper airway resistance (Rus) between the nares 
and the flow-limiting site. (Although Ptherapeutie is 
applied at the nares, it must act at the flow-bmiting 
site.) The greater the Rus, the greater the difference 



between Ptherapeutie and Pcrit. Therefore, by com- 
paring mean values of Pcrit and Ptherapeutie in our 
three patient groups (Fig 5), it becomes evident that 
as Pcrit increases, Rus decreases. This conclusion is 
supported by the values of Rus diat we obtained in 
our patients with sleep-disordered breathing. The 
decrease in Rus may be caused by a dilatory effect of 
higher nasal CPAP pressures (in patients with higher 
values of Pcrit) on the caliber of the upper airway. 
Dilation of the upper airway by nasal CPAP should 
decrease Rus. Thus, while both Pcrit and Ptherapeu- . 
tic progressively increase with increasing upper air- 
way collapsibility, changes in Pcrit more accurately 
reflect changes in upper airway collapsibility. , 

From the perspective of upper airway physiology, 
our data suggest that UARS patients differ from 
OSA/H patients only. in the degree of their upper 
airway 'collapsibility. Our flndings^howey.e^.do.no.t- .. 
i ; preclude the possibility thakUtffeS- %gfe$fox&tt*t'.y 
i:, from OSA/H patients in other, important w^ysi Gull- ," 
r.leminault and associates 2 have observed that UARS' » 
• patients fraquendy. ..complain ;of;- insomnia -'and -fa- 1 
tigue, complaintsjhat areless frequent ..among , pa- > 
s .tienfs with OSA/B V "HffwStba, , among UARS pa-?, 
bents studied by GuiUeminault and associates,., 
women comprise 56%. This prevalence of women is * 
, • much :higher than die 10% commonly observed 
among OSA/H patients. 1 ?- 20 Our data support the - 
existence of gender differences between UARS pa- 
. tients and OSA/fl patients and diey do not preclude 
the existence of symptom differences between the 
groups. Our study does not address die question of 
whether UARS is a unique clinical syndrome associ- 
ated with modest increases in upper airway collaps- 
ibility. " 

In summary, modeling of die upper airway as a 
Starling resistor leads to the conclusion that, in most 
patients, UARS is a condition of mildly increased 
upper airway collapsibility. Whether the syndrome 
deserves to be distinguished from OSA/H depends 
on whether it is associated with discrete symptoms or 
with a differing prognosis. Further investigation of 
these possibilities will determine whether there 
should be a distinct UARS. 
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